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ATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 

TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCG 

CAGCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGA 

GACCGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGT 

GGAGATGGTGGACAACCTGAGGGGCAAGTCGGGGCAGGGCTACTAC 

GTGGAGATGACCGTGGGCAGCCCCCCGCAGACGCTCAACATCCTGG 

TGGATACAGGCAGCAGTAACTTTGCAGTGGGTGCTGCCCCCCACCC 

CTTCCTGCATCGCTACTACCAGAGGCAGCTGTCCAGCACATACCGGG 

ACCTCCGGAAGGGTGTGTATGTGCCCTACACCCAGGGCAAGTGGGA 

AGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCCATGGCCCCAAC 

GTC ACTGTG CGTG CC AAC ATTG CTG CC ATC ACTG AATC AG AC AAGTT 

CTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTATG 

CTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCT 

CTGGTAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTG 

TGGTGCTGGCTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCG 

GAGGGAGCATGATCATTGGAGGTATCGACCACTCGCTGTACACAGGC 

AGTCTCTGGTATACACCCATCCGGCGGGAGTGGTATTATGAGGTGAT 

C ATTGTG CG GGTGG AG ATC AATG GACAGG ATCTG AAAATGG ACTG CA 

AGG AGTACAACTATG ACAAG AG CATTGTG G ACAGTG GC ACCACC AAC 

CTTCGTTTG CCCAAGAAAGTGTTTGAAG CTG CAGTC AAATCCATC AAG 

GCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTCTGGCTAGGAGA 

GCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAACATTTTCC 

CAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTTCC 

GCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTG 

GCCACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATC 

CACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTG 

TCTTTGATCGGGCCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGC 

CATGTGCACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCTTTTG 

TCACCTTGG AC ATG G AAG ACTGTG G CTAC AACATTCC AC AG ACAG AT 

GAGTCAACCCTCATGACCATAGCCTATGTCATGGCTGCCATCTGCGC 

CCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCAGTGGCGCTGCC 

TCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCTCC 

CTG CTG AAG 
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CCATGCCGGCCCCTCACAGCCCCGCCGGGAGCCCGAGCCCGCTGCCCAGG 

CTGGCCGCCGCSGTGCCGATGTAGCGGGCTCCGGATCCCAGCCTCTCCCCT 

GCTCCCGTGCTCTGCGGATCTCCCCTGACCGCTCTCCACAGCCCGGACCCG 

GGGGCTGGCCCAGGGCCCTGCAGGCCCTGGCGTCCTGATGCCCCCAAGCT 

CCCTCTCCTGAGAAGCCACCAGCACCACCCAGACTTGGGGGCAGGCGCCA 

GGGACGGACGTGGGCCAGTGCGAGCCCAGAGGGCCCGAAGGCCGGGGCC 

CACCATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 

TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCGCAGC 

GGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGAGACCGACG 

AAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGATGGTGGAC 

AACCTGAGGGGCAAGTCGGGGCAGGGCTACTACGTGGAGATGACCGTGGG 

CAGCCCCCCGCAGACGCTCAACATCCTGGTGGATACAGGCAGCAGTAACTT 

TGCAGTGGGTGCTGCCCCCCACCCCTTCCTGCATCGCTACTACCAGAGGCA 

GCTGTCCAGCACATACCGGGACCTCCGGAAGGGTGTGTATGTGCCCTACAC 

CCAGGGCAAGTGGGAAGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCC 

ATGGCCCCAACGTCACTGTGCGTGCCAACATTGCTGCCATCACTGAATCAGA 

CAAGTTCTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTAT 

GCTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCTCTGG 

TAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTGTGGTGCTGG 

CTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCGGAGGGAGCATGAT 

CATTGGAGGTATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATACACCC 

ATCCGGCGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAAT 

G GAC AG GATCTG AAAATG G ACTGCAAG G AGTACAACTATG ACAAG AG CATTG 

TGGACAGTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGC 

AGTCAAATCCATCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTC 

TGGCTAGGAGAGCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAAC 

ATTTTCCCAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTT 

CCGCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTGGC 

CACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATCCACGGGC 

ACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTGTCTTTGATCGGG 

CCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGCCATGTGCACGATGAGTT 

CAGGACGGCAGCGGTGGAAGGCCCTTTTGTCACCTTGGACATGGAAGACTG 

TGGCTACAACATTCCACAGACAGATGAGTCAACCCTCATGACCATAGCCTAT 

GTCATGGCTGCCATCTGCGCCCTCTTCATGCTGCCACTCTGCCTCATGGTGT 

GTCAGTGGCGCTGCCTCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTG 

ATGACATCTCCCTGCTGAAGTGAGGAGGCCCATGGGCAGAAGATAGAGATT 

CCC CTG G ACC AC AC CTCCGTG GTTC ACTTTG GTC AC AAGT AG GAG AC AC AG A 

TGGCACCTGTGGCCAGAGCACCTCAGGACCCTCCCCACCCACCAAATGCCT 

CTGCCTTGATGGAGAAGGAAAAGGCTGGCAAGGTGGGTTCCAGGGACTGTA 

C CTGT AG G AAAC AG AAAAG AG AAG AAAG AAGC ACTCTG CTG GCG G G AAT AC 

TCTTGGTCACCTCAAATTTAAGTCGGGAAATTCTGCTGCTTGAAACTTCAGCC 

CTGAACCTTTGTCCACCATTCCTTTAAATTCTCCAACCCAAAGTATTCTTCTTT 

TCTTAGTTTCAGAAGTACTGGCATCACACGCAGGTTACCTTGGCGTGTGTCC 

CTGTGGTACCCTGGCAGAGAAGAGACCAAGCTTGTTTCCCTGCTGGCCAAA 

GTCAGTAGGAGAGGATGCACAGTTTGCTATTTGCTTTAGAGACAGGGACTGT 

ATAAACAAGCCTAACATTGGTGCAAAGATTGCCTCTTGAATT 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 



FIG. 2A 
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ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIVRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYVVFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTD E DYKDDDDK 

FIG. 3A 

ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIVRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTDEDYKDDDDK 



FIG. 3B 



6/48 



GEC of recombinant G-secretase 

670kD 158kD 44 kD 




fraction number 



FIG. 4 
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CTGTTGGGCTCGCGGTTGAGGACAAACTCTTCGCGGTCTTTCCAGTACTCT 
TGGATCGGAAACCCGTCGGCCTCCGAACGGTACTCCGCCACCGAGGGACCT 
GAGCGAGTCCGCATCGACCGGATCGGAAAACCTCTCGACTGTTGGGGTGAG 
TACTCCCTCTCAAAAGCGGGCATGACTTCTGCGCTAAGATTGTCAGTTTCC 
AAAAACGAGGAGGATTTGATATTCACCTGGCCCGCGGTGATGCCTTTGAGG 
GTGGCCGCGTCCATCTGGTCAGAAAAGACAATCTTTTTGTTGTCAAGCTTG 
AGGTGTGGCAGGCTTGAGATCTGGCCATACACTTGAGTGACAATGACATCC 
ACTTTGCCTTTCTCTCCACAGGTGTCCACTCCCAGGTCCAACTGCAGGTCG 

ACTCTAGACCC 
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CMV promoter TPL 
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CTGTTGGGCTCGCGGTTGAGGACAAACTCTTCGCGGTCTTTCCAGTACTCrTGGATCGGAAAC 

CCGTCGGCCTCCGAACGGTACTCCGCCACCGAGGGACCTGAGCGAGTCCGCATCGACCGGAT 

CGGAAAACCTCTCGACTGTTGGGGTGAGTACTCCCTCTCAAAAGCGGGCATGACTTCTGCGCT 

AAGATTGTCAGTTTCCAAAAACGAGGAGGATTTGATATTCACCTGGCCCGCGGTGATGCCTTT 

GAGGGTGGCCGCGTCCATCTGGTCAGAAAAGACAATCTTTTTGTTGTCAAGCTTGAGGTGTGG 

CAGGCTITGAGATCTGGCCATACACTTGAGTGACAATGACATCCACTTTGCCTTTCTCTCCACAG 

GTGTCCACTCCCAGGTCCAACTGCAGGTCGACTCTAGACCC 



FIG. 14A 



0 secretase overexpression in CosA2 cells 




FIG. 14B 
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FIG. 15A 



FIG. 15B 
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FIG. 16B 
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FIG. 17A 



FIG. 17B 
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Fig. 18 
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FIG. 19 A 



Wild-Type Sequence ..'..Vaf-lys-Met-Asp... 
Swedish Sequence ....VaK-Asa-Leu-Asp... 



FIG. 19B 
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FIG. 20 
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FIG. 21 



